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Background: Myocardial dysfunction due to endotoxemia and sepsis is a major cause of death from heart failure. We investigated the contribution 
of the stress hormone corticotropin (CRH) to cardiac function in stressful conditions in wild-type (Crh+/+) and Crh-null (Crh-/-) mice, which have a 
defect in hypothalamic-pituitary-adrenal (HPA) axis.
Methods: The stressful/ inflammatory reaction was induced by LPS administration (120μg per animal). Two-D targeted M-mode imaging was 
obtained from the short axis view at the level of greatest LV dimension. Results are presented as means ± SEM.
Results: Crh-/- mice showed high levels of mortality (90-100% after 16-28h post-LPS), compared to no mortality among wild-type (Crh+/+). 
Crh-/- mice had reduced EF (37%, P<0,001) and FS (47%, P<0,001) values, histological abnormalities, including perivascular fibrosis, increased 
vasculature and vascular thickness, and increased levels of cardiomyocyte apoptosis (TUNEL, 150%, P<0,001) after LPS administration compared 
to their Crh+/+ littermates. We also found that at basal conditions, Crh-/- have compromised cardiac function compared to Crh+/+, shown by lower 
basal FS values (30%, P<0,001). To dissect the contribution of glucocorticoid insufficiency in the Crh-/-, corticosterone was replaced for a week 
prior to LPS treatment, but no effect was observed, even when combined with a pharmaceutical dose of dexamethasone. No effect was observed 
when Crh-/- mice were administered isoproterenol. The heart relies mostly on fatty acids to fulfill its energy demands. We found lower levels of genes 
implicated in fatty acid oxidation, including PPAR and , PGC1, AMPK and Cpt1 in Crh-/- mice, possibly accounting for the downregulation of PI3/
Akt and ERK1/2 activation.
Conclusions: In this study, we have shown for the first time that Crh-/- mice exhibit defective responses following systemic exposure to LPS. We 
believe that CRH could play a fundamental role in cardiac function and development. Further studies to clarify the exact mechanism of CRH action 
in the myocardium are under way. 
